Abstract
Introduction

33
The control measures to any emerging and re-emerging infection, requires an understanding of molecular mechanism of influenza pathogenesis (Zak et al., 2014) . 48 Proteomics refers to the large-scale study of protein expression, protein-protein interactions 49 or posttranslational modifications based on high-resolution mass spectrometry (Gingras et al., 
Materials and Methods
64
Experimental infection of chicken 65 Six weeks old healthy domestic chicken, sero-negative for Avian Influenza virus 
Meta-analysis of transcriptome datasets
137
For meta-analysis of chicken transcriptome datasets, we selected the microarray the accuracy of validation of peptides and proteins, we applied local FDR 5% level 178 (probability cut off above 0.95) in the ProteinProphet output. At higher probability threshold 179 cut off, we identified total 3313 proteins with the presence of at least one unique peptide.
180
ProteinProphet predicted sensitivity and error rate information is shown in Figure S1 . This is were upregulated and 2620 proteins were downregulated in chicken lung proteome (Table 1) .
196
A total of 470 and 2235 proteins were found to be commonly upregulated and downregulated ISGs genes were found to be upregulated in chicken lung tissues and these may be the basis 267 of the increase in the severity of HPAI H5N1 infection in chickens ( Figure 5 ). In summary,
268
we characterized the immune pathways involved in the cytokine storm and identified 269 cytokine storm responsive genes in chicken lung tissues infected with HPAIVs.
270
Identification of proteomic determinants responsible for disease pathogenesis in chicken 271
To know the main driver or hub proteins responsible for disease pathogenesis, we (Table 4) . 
300
In Jak-STAT signalling pathway, we found STAT1, STAT2, STAT3 and SOCS3
301
proteins as the main driving proteins in the PPI network (Table 4) . However, these proteins 
309
Further we identified some novel main driver/hub proteins with a very high degree of 310 centrality and betweenness of centrality measures which are not reported previously to be 311 associated with influenza infection condition in human, human models or avian species.
312
These novel hub proteins are HNF4A, ELAVL1, FN1, COPS5, CUL1, CAND1, BRCA1, with influenza pathogenesis in chicken.
347
Data availability
348
The mass spectrometry proteomics data have been deposited to the ProteomeXchange
349
Consortium via the PRIDE partner repository with the dataset identifier PXD010358.
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